Abstract: Background: The peroxisome proliferator-activated receptors (PPARA, PPARG, PPARD) and their transcriptional coactivators' (PPARGC1A, PPARGC1B) gene polymorphisms have been associated with muscle morphology, oxygen uptake, power output and endurance performance. The purpose of this review is to determine whether the PPARs and/or their coactivators' polymorphisms can predict the training response to specific training stimuli. Methods: In accordance with the Preferred Reporting Items for Systematic Reviews and Meta Analyses, a literature review has been run for a combination of PPARs and physical activity key words. Results: All ten of the included studies were performed using aerobic training in general, sedentary or elderly populations from 21 to 75 years of age. The non-responders for aerobic training (VO 2 peak increase, slow muscle fiber increase and low-density lipoprotein decrease) are the carriers of PPARGC1A rs8192678 Ser/Ser. The negative responders for aerobic training (decrease in VO 2 peak) are carriers of the PPARD rs2267668 G allele. The negative responders for aerobic training (decreased glucose tolerance and insulin response) are subjects with the PPARG rs1801282 Pro/Pro genotype. The best responders to aerobic training are PPARGC1A rs8192678 Gly/Gly, PPARD rs1053049 TT, PPARD rs2267668 AA and PPARG rs1801282 Ala carriers. Conclusions: The human response for aerobic training is significantly influenced by PPARs' gene polymorphism and their coactivators, where aerobic training can negatively influence glucose metabolism and VO 2 peak in some genetically-predisposed individuals.
Introduction
Although sport scientists strive to conceive of experiments that investigate the effects of specific diets or training strategies, their findings may not agree across general populations and specific groups of athletes. Even when an experiment is meticulously designed using homogeneous samples, the outcomes of a study can largely differ between individuals within a homogeneous group. As these inter-individual responses are often masked when reporting the mean values of dependent variables, can predict the amount of appropriate training load and eventually can determine the responders to specific training methods (e.g., hypoxia-training).
Results
The literature search resulted in a total of 7389 articles, which was reduced to 4262 after removing duplicates. The number of eligible articles was further reduced to 64 after screening article titles and abstracts to include PPARs and/or their coactivators' gene polymorphisms in relation to physical activity ( Figure 1 ). Of these studies, 53 were rejected following full-text screening, and one was rejected based on the methodological quality criteria. Finally, 10 studies (Table 1) were included in the analysis.
None of the 10 included studies were performed on elite athletes, using resistance training, using maximum training load or any other specific training method. One study [15] focusing on elite athlete response for resistance training and regarding the amount of training load had to be rejected due to a lack of a methodological approach, specifically a lack of reproducibility. Because this study showed a significant role of ACE, ACTN3 and PPARGC1A genes with the volumes of specific training loads within the training process macrostructure of elite weightlifters [15] , we suggest that PPARs' role in resistance training and elite sport should be studied in further research. On the other hand, all of the included studies were performed using aerobic training in general, sedentary or elderly populations from 21 to 75 years of age (Table 1) , and one study did not find any association with PPARGC1A and trainability [16] . Therefore, our hypotheses have been confirmed only in the case of training responses to aerobic training in non-athletic populations. One study using a GWAS design [10] has been rejected by Exclusion Criterion 4.
The response to aerobic training is partly described in PPARGC1A, PPARG and PPARD in various aerobic training approaches referring to the improvement of training performance and the response of glucose metabolism and insulin sensitivity ( Table 2 ). In the range of the population included in the study, we can state that PPARs and/or their coactivators' gene polymorphisms may be able to predict the human response to aerobic training at moderate intensities up to the lactate threshold. Specifically, the PPARs and their coactivators' gene polymorphisms can predict high response, no response or even negative response for aerobic training estimated by glucose tolerance, insulin response, body fat, VO 2 peak, anaerobic threshold, mitochondria activity, cholesterol levels and slow muscle fibers' increase ( Table 2) .
The PPARGC1A rs8192678 Gly/Gly genotype has been associated with greater increases of an individual's anaerobic threshold [17] , a greater increase of slow muscle fibers [18] , greater mitochondria activity [18] , a greater decrease of low-density and total lipoprotein cholesterol [19] and a greater VO 2 peak increase after aerobic training than PPARGC1A rs8192678 Ser allele carriers. Moreover, PPARGC1A rs8192678 Ser allele carriers had no response in slow muscle fibers' changes, changes in low-density and total lipoprotein cholesterol and VO 2 peak [20] after aerobic training.
PPARD rs1053049 TT homozygotes have been associated with greater increases in insulin sensitivity and greater decreases of fasting insulin levels than C allele carriers [17] . PPARD rs2267668 AA homozygotes have been found to have greater increases in insulin sensitivity, greater increases of the individual anaerobic threshold and greater increases in VO 2 peak after aerobic training than G allele carriers [17] . Moreover, the PPARD rs2267668 G allele carriers have been found to have a negative response (decrease) of VO 2 peak after aerobic training intervention [17] . The PPARD rs2016520 T allele carriers have been found to have a greater increase of VO 2 max and maximum power output after aerobic training than CC homozygotes (only in black subjects), and the CC genotype had a higher increase of plasma HDL cholesterol (in white subjects) [21] . The PPARD rs2076167 GC genotype had a higher increase of plasma HDL cholesterol (only in white subjects).
PPARG rs1801282 Pro/Pro homozygotes have been found to have more decreased fasting insulin [22] than Ala/Pro heterozygotes and more decreased body fat than Ala allele carriers [23] after aerobic training. The Ala carriers have been found to have more increased glucose tolerance [24] , more decreased fasting immunoreactive insulin and a more decreased insulin resistance index [25] after aerobic training than Pro/Pro homozygotes. PPARG Pro/Pro homozygotes have been found to have a negative response fasting immunoreactive insulin and a more decreased insulin resistance index after aerobic training. 
Chinese of Han origin; n = 102 (men only), soldiers from a local police army. Age 19 ± 1 years, height 171.7 ± 5.8 cm, body mass 60.3 ± 6.5 kg
To examine the possible association between PPARGC1A genotypes and both maximal (i.e., VO 2 max) and submaximal endurance capacity (i.e., running economy in a pre-training state (baseline) and after endurance training.
None of the VO 2 max and RE-related traits were associated with the Gly482Ser and Thr394Thr polymorphisms at baseline nor after training. The A2962G polymorphism was however associated with VO 2 max at baseline, as carriers of the G allele (AG1GG genotypes; n = 49) had higher levels of VO 2 max than the AA group (n = 53).
Weiss et al., 2005 [22]
PPARG Pro12Ala (rs1801282)
Caucasian; n = 73, (men 32, women 41), healthy sedentary subjects aged 50-75 years.
To investigate whether a common functional gene variant predicts insulin action and whether improvements in insulin action in response to endurance exercise training are associated with PPARG Pro12Ala.
Endurance training-induced changes in the insulin response to oral glucose are associated with the PPARG Pro12Ala genotype in men, but not in women. 
Discussion
The main finding of this review is that PPARs and their coactivators' gene polymorphisms may predict the human response to aerobic training at moderate intensities up to the lactate threshold, which might be expected. On the other hand, the lack of research in human training response to anaerobic training and specific training methods indicate that further research I needed. In this manner, there are significant cues that PPARs and their coactivators' gene polymorphisms can determine the anaerobic training effectiveness in response to training loads [15] (our finding includes also intensity at the anaerobic threshold). Although we had to exclude one study [15] for a lack of reproducibility, we have to highlight the importance of their findings (determination of resistance training load) as a significant suggestion for future research focus. A previous study on compound dinucleotide repeat polymorphism in ALAS2 intron 7 in Han Chinese males determined that individuals with dinucleotide repeats ≤166 bp compared to individuals with dinucleotide repeats >166 bp were significantly better responders for high altitude training (measured as ∆VO 2 max), especially to living-high exercise-high training-low (HiHiLo) training [26] . This specificity can be considered as the key information for creating a long-term endurance training program. Equally, women of multi-ethnicity origin from the FAMuSS cohort, homozygous for the mutant allele 577X in the ACNT3 gene, demonstrated greater absolute and relative 1 repetition maximum gains of elbow flexors compared with the homozygous wild type (577RR) after resistance training when adjusted for body mass and age [27] . This review has to note that PPARs are not sufficiently analyzed for such specific training methods, although their connection to aerobic performance has been well known since the HERITAGE study results in 2001 [1] .
This review summarized the best responders for aerobic training in relation to PPARs and their coactivators' genes polymorphisms (PPARGC1A rs8192678 Gly/Gly, PPARD rs1053049 TT, PPARD rs2267668 AA, PPARD rs2016520 T allele carriers and PPARG rs1801282 Ala allele carriers) in a common population [17, 18, 20, 21] . On the other hand, the evaluation summary on the effects in PPARD rs2267668 G allele carriers and PPARG rs1801282 Pro/Pro homozygotes showed several negative responses to aerobic training. Most likely, this could be the most important information from exercise genomics studies, i.e., knowledge of genetic markers that can be beneficial for predicting the individual response to training in athletes and normal individuals, that is setting up the parameters of training protocols. On the other hand, the evaluation summary on effects in PPARD rs2267668 G allele carriers and PPARG rs1801282 Pro/Pro homozygotes showed several negative responses to aerobic training. Although the development of reliable tools for predicting exercise response based on one's genetic make-up is challenging and undoubtedly requires further research, the mentioned genetic variants seem to identify individuals who are not instructed to use classical aerobic training methods to improve their health or physical performance. Similarly, the non-responders for the PPARGC1A rs8192678 polymorphism who were Ser/Ser homozygotes might perform the aerobic training to improve metabolism functions such as mitochondria activity, but without a complex impact on improved health or endurance performance.
As was indicated earlier, post-training increase in aerobic fitness was found to be associated with the presence of a specific PPARGC1A rs8192678 Gly allele during a lifestyle intervention [17] . These observations led to the suggestion that the rs8192678 Gly allele may be a key element associated with the efficiency of aerobic metabolism; however, the question of how the rs8192678 Gly and Ser variants affect cardiorespiratory capacity remains. A general explanation is the engagement of the PGC-1α co-activator in the regulation of energy metabolism, as well as mitochondrial biogenesis and function, causing an upregulation of oxidative metabolism and parallel changes in muscle fiber types [28] . More detailed in vitro studies with the use of recombinant plasmids bearing Gly or Ser at position 482 in the PGC-1α protein showed that the PGC-1α 482Ser variant was less efficient as a co-activator of the MEF2C (myocyte enhancer factor 2C), which is a transcription factor especially important in the regulation of glucose transportation in skeletal muscle [29] . MEF2C, when coactivated by the PGC-1α, is particularly involved in the activation of GLUT4 (glucose transporter 4) via direct interaction with this gene promoter, which results in the facilitation of glucose uptake by the cell [30] . The Gly482Ser polymorphic site is located in the domain critical for the binding interaction between MEF2C and PGC-1α proteins, and in this way, the rs8192678 Gly and Ser variants may influence the co-activation process, which may have consequences not only for glucose uptake, glycogen synthesis and the subsequent synthesis of fatty acids, but also for the transformation of muscle fiber type [28] . On the latter point, the expression of genes specific for type I slow-twitch fibers, such as MB (myoglobin) and TNNI1 (troponin I, slow skeletal muscle), is triggered by the calcineurin signaling pathway depending on PGC-1α/MEF2 coactivation [31] .
The described structure of the PPARD gene differs from the classical eukaryotic gene model: it has been reported to encompass nine exons, of which exons 1-3, the 5 -end of exon 4 and the 3 -end of exon 9 are untranslated [32] . The rs2016520 polymorphic point is located precisely in the 5 UTR region of exon 4 of the PPARD gene. In this region, the recognition sites for Sp1 binding were found, raising the suggestion that rs2016520 may interfere with interaction between the PPARD gene and the Sp1 transcription factor, affecting in this way the PPARD expression level. Such an assumption was confirmed in the in vitro studies showing a higher transcriptional activity for the minor C allele compared with the major T allele of rs2016520 [33] , which as a consequence may lead to impairment of PPARδ function and its ability to regulate the energy metabolism in skeletal muscles, in this manner influencing physical performance [34] . As was indicated in our metanalysis, during an intervention exercise training program performed in healthy (but previously sedentary) individuals of the HERITAGE Family Study, rs2016520 CC homozygotes were characterized by a smaller training-induced increase in maximal oxygen consumption and a lower training response in maximal power output compared with the CT and the TT genotypes, both in black and white subjects. Furthermore, CC homozygotes showed the greatest increases in HDL-C (white subjects) and Apo A-1 (black subjects) levels [21] . It was speculated that the greater promoter activity of PPARD rs2016520 CC homozygotes could result in higher PPARβ/δ levels. On the other hand, endurance training induces the elevated PPARβ/δ-specific agonists' availability, and the same ligands also increase the expression of the ABCA1 gene, which is a key regulator of reverse cholesterol transport. All above-mentioned facts lead to the suggestion that the greatest increases in HDL-C levels observed in PPARD rs2016520 CC individuals might result from an increase in ABCA1 gene expression [21] .
Maintaining normal blood glucose levels is considered critical for preventing metabolic syndrome [35] , and chronically impaired blood glucose responses comprise a significant risk factor for type II diabetes mellitus (DM2) [36] . Exercise in general has positive effects on glucose metabolism and DM2 prevention [37] , thus encouraging individuals who are non-/poor responders to exercise is highly valuable. Our review shows that PPARG rs1801282 Ala allele carriers, PPARD rs2267668 AA homozygotes and PPARD rs1053049 TT homozygotes have, for some reason, more effectively improved glucose sensitivity and related parameters compared to their counterparts ( Table 2) . As regards the PPARG rs1801282 Ala allele, similar findings related to glycemic response to exercise have been found in diabetic patients [38] or in Japanese healthy men [25] who completed three months of supervised aerobic training. The PPARG Ala allele showed decreased binding affinity to the cognate promoter element and reduced ability to transactivate responsive promoters [39] and seems to be more responsive not only to exercise, but also to nutritional intervention; a significant decrease of waist circumference in diabetic patients was found following the swap from a normal to a Mediterranean diet [40] . The functional relevance of the Pro12Ala amino acid change in the PPARγ protein results from its localization within the molecule encoded by the PPARG gene. Pro12Ala substitution is a consequence of rs1801282 SNP located within the exon B sequence of the PPARG gene. This amino acid change is located within the AF-1 domain that controls the ligand-independent activation function of PPARγ. The presence of Ala at position 12 of the PPARγ protein may indirectly facilitate the chemical modification of some amino acid residues (phosphorylation and/or SUMOylation) responsible for decreasing the PPARγ activity as a transcriptional regulator involved in energy control and lipid/glucose homeostasis [41] . Different transcriptional activities of factors bearing Pro or Ala at position 12 in the PPARγ protein were confirmed in in vitro experiments, which recognized the Ala form as less active, characterized by a decreased ability to activate the transcription of appropriate constructs containing PPRE [42] or specific genes [39] . Moreover, analyses performed in vivo also revealed that expression of PPARγ target genes depends on the Pro12Ala genotypes [43] . Genetic association studies, as well as whole-body insulin sensitivity measurements documented that Ala allele carriers displayed a significantly improved insulin sensitivity [44] , which may have the consequence of better glucose utilization in working skeletal muscles [45] . The studies investigating the effects of PPARD gene variants on glucose homeostasis are only marginal; only the effect of the contribution to the risk of DM2 of nine common variants in PPARD (including rs1053049 and rs2267668) in Chinese Hans was found in the rs6902123 polymorphism [46] . Another study also showed that PPARD polymorphisms (rs1053049, rs6902123 and rs2267668) could be involved in the development of insulin resistance and DM2 [47] .
The combined effect of PPARD, PPARG and PPARGC1A gene polymorphisms on endurance exercise response and on health-related parameters is unclear, due to the amount of analyzed genes. Although, the results of studies included in our review seems to be promising in this manner, an evaluation demands larger cohorts with long-term supervised exercise programs to reach significance. At this moment, any life-style interventional program including exercise in normal people or a training regimen in athletes is not recommended according to the genomic data. On the other hand, the PPARs' relation to training methods' responses such as hypoxia [48] and resistance training [15] seems to have high potential to future research.
Materials and Methods

Review Process
The review was performed according to the Preferred Reporting Items for Systematic Reviews and Meta Analyses (PRISMA) [49] guidelines using the review protocol assigned in International Prospective Register of Systematic Reviews (PROSPERO) under Database No. CRD42018082236. The final articles' eligibility was assessed using the adapted "Standard Protocol Item Recommendation for Interventional Trials" (SPIRIT) checklist (Supplementary Material 1).
Literature Search
To find articles related to PPAR polymorphisms' role in physical activity, a systematic computerized literature search was conducted on 20 November 2017, in PubMed (1940 to the search date), Scopus (1823 to the search date) and Web of Science (1974 to the search date). A combination of the following search terms was used: (PPAR) OR (peroxisome AND proliferator AND activated AND receptor) AND (sport) OR (physical AND activity) OR (endurance) OR (exercise) OR (performance) OR (movement). The search did not include comments, proceedings, editorial letters, conference abstracts and dissertations. Reviews were included for a manual search of their reference lists. A manual search of the reference lists of included articles was also performed (Figure 1 ).
Literature Selection
After identifying potential articles, the titles and abstracts were reviewed by two independent reviewers (Petr Stastny, Miroslav Petr) to select relevant articles for full-text screening. The title and abstract screening focused on four related inclusion criteria:
• Sampling of genetic polymorphisms in the PPARA, PPARG, PPARD, PPARGC1A and PPARGC1B, genes.
• Analyses of genetic polymorphisms on sport phenotype (markers of sport phenotype) or related physical activity domains (e.g., body mass, fat mass, energy uptake, performance, physical fitness).
•
Population of athletes and other healthy populations with a physical activity record.
• Cross-sectional, cohort, case control, intervention, control trials or GWAS.
When the inclusion of articles was questionable, the reviewers came to agreement after a personal discussion. The full texts of relevant articles were then analyzed to determine which were to be used in the final analysis. This full-text screening was performed by three independent reviewers (Petr Stastny, Miroslav Petr, Agnieszka Maciejewska-Skrendo), who also completed the data extraction form (Supplementary Material 2) . Data collection was performed in interventional studies only. During the full-text screening, the following exclusion criteria were used:
(1) the full text was not available in English; (2) the study did not contain an appropriate description of measuring devices, physical activity or genetic sampling procedures; (3) the study did not include a specification of physical activity; (4) the study did not report a quantitative performance outcome; (5) the study did not perform the intervention of a physical training program; (6) the study was not reproducible by the methodological quality criteria. Material 2) . Data collection was performed in interventional studies only. During the full-text screening, the following exclusion criteria were used:
(1) the full text was not available in English; (2) the study did not contain an appropriate description of measuring devices, physical activity or genetic sampling procedures; (3) the study did not include a specification of physical activity; (4) the study did not report a quantitative performance outcome; (5) the study did not perform the intervention of a physical training program; (6) the study was not reproducible by the methodological quality criteria. 
Conclusions
PPARs and their coactivators' polymorphism genes can predict high response, no response or even negative response for aerobic training estimated by glucose tolerance, insulin response, body fat, VO2max, anaerobic threshold, VO2peak, mitochondria activity, cholesterol and slow muscle fibers' increase. Future studies should determine the role of PPARs and their coactivators in anaerobic training and more specific training methods (such as hypoxia) than moderate to lactate threshold aerobic training. The non-responders for aerobic training in VO2peak, slow muscle fiber increase and low-density lipoprotein decrease are the carriers of PPARGC1A rs8192678 Ser/Ser. The negative responders for aerobic training in VO2peak are carriers of the PPARD rs2267668 G allele. The negative responders for aerobic training in glucose tolerance and insulin response are carriers of the PPARG 
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